Pulmonary embolism (PE) is a severe clinical problem with consistent rates of mortality and recurrence. Sudden death is the initial clinical manifestation in a quarter of the patients having an episode of PE [1] . As a diagnosis, it is commonly overlooked due to atypical manifestations [2] , which easily can be attributable to a variety of clinical disorders including pneumonia, asthma, myocardial infarction, rib fracture, pneumothorax, musculoskeletal pain and others [3] . Genetic and acquired factors can mutually interact and lead to a synergic increase of the occurrence of venous thromboembolism (VTE) [4] . For instance, the presence of both hyperhomocysteinemia and factor V Leiden may result in a multi-fold risk augmentation for tromboembolic manifestations [5] . Infections can further trigger thromboembolic events [6] .
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Case Report
We report information from a case of a 34-year old male, with a 20-pack-year history of cigarette smoking, who attended the department of Thoracic Medicine of the University General Hospital of Heraklion reporting symptoms as breathlessness sensation, sharp pleuritic pain during deep inspiration, tachypnoea and anxiety.
A positive history of chest complaints was described. A left-sited, limited pleural effusion was detected by CT scanning five years ago ( figure 1A) . At that time the main symptom was chest pain during deep inspiration. Thoracentesis was not performed. Immunologic screening was negative. Mantoux testing and sputum examination were not diagnostically useful. A double antibiotic regimen was administered. Pleural effusion was attributed to a previous lower respiratory infection and the episode was self-limited. Six months before the current episode, a diagnosis of community acquired pneumonia was formulated. Fever and fatigue were the main clinical manifestations. A right middle lob infiltrate was visualised on the chest x-ray. Pneumonia was successfully treated. Three weeks later and since then, the patient experienced episodes of insistent, vague right-sited chest discomfort and periodic pleural friction rub sensation during deep inspiration, occurring repeatedly and having unexplained remissions. Chronicity of these symptoms, remissions and absence of any radiologic findings led to diagnostic uncertainty and the symptoms were finally overlooked. Periodic use of anti-inflammatory agents was reported.
During the current episode, heart rate was 100 beats/min, blood pressure 145/90 mmHg, respiratory rate 23 breaths/min and body temperature 37.2 °C. Pulmonary examination disclosed diminished breath sounds and dullness to percussion over the right costophrenic angle. The oxygen saturation was 94% while the patient was breathing ambient air.
Cardiac sounds were normal with no murmurs. The ECG revealed a sinus rhythm. Cardiac biomarkers were negative and cardiac ultra-sound was normal. Due to a variety of reasons such as clinical signs of pleural effusion, young age, recent history of pneumonia, the patient was immediately referred for CT scanning. CT thoracic scan demonstrated a large amount of pleural effusion on the right hemithorax (figure 1B). Although usually not to be encouraged in the diagnosis of pulmonary embolism, diagnostic thoracentesis was perfromed and removed approximately 200 ml of exudative eosinophilic pleural fluid (Polymorfonuclears: 22%, Lymphocytes: 32%, eosinophils: 38%, mononuclear cells: 8%). An elevated serum homocysteine (26 µmol/L, cut off: 11 µmol/L) was measured. An elevated D-dimer level (2.7 µg/ml, range:0-0,5 µg/ml) supported the suspicion of pulmonary embolism (PE). In view of these findings, spiral CT was performed revealing the presence of thrombus within the subsegmental branches of the right descendent pulmonary artery confirming the diagnostic hypothesis. Low-molecular-weight-heparin was initially adminstered. Subsequently, oral anticoagulation therapy was commenced with acenocoumarol aimed at maintaining an International Normalised Ratio (INR) between 2 and 3. Inherited risk factors for venous thromboembolic events (VTE) were identified. Genetic analyses demonstrated heterozygosis for factor V Leiden and homozygosis for the C677T mutation in the methylenetetrahydrofolate reductase (MTFR) gene. Folic acid, B6 and B12 supplements were added in the treatment regimen and smoking cessation was strongly recommended.
Discussion
A recent study reported that acute infections may have a role in triggering thromboembolic events, and should be considered as related precipitant factors [6] . Recent patient's medical history fairly suggests that pneumonia and the subsequent thromboembolic 'phenomena' cannot be explained as coincidental or independent clinical events. Additionally, one out of five cases of pulmonary embolism is attributed to heredity [3] . A single point mutation in the gene encoding coagulation factor V (G1691A, where adenine replaces guanine), called factor V Leiden, is the most common genetic abnormality associated with VTE [7] . Genetic analyses confirmed high frequencies of geographic distribution of factor V Leiden in Europe with preponderance in Greece [7] . A 15% carrier rate has been reported among Greeks [7] . In this case a possible synergic thrombophilic interaction defined an enhanced susceptibility to VTE. A negative family history of thrombotic events may mask an existent thrombophilic genetic background. Current evidence suggests that unselected screening is unsuitable and should be avoided [8] . However, a selective screening approach, based on assessment of family and personal VTE history, may improve cost-effectiveness [9] .
Pleuritic pain is a well-recognised feature of PE clinical presentation [2] . In the presented case, the atypical chronic course of a vague chest painful discomfort and the absence of major environmental predisposing factors led to a low suspicion for PE. A similar episode of chest pain and pleural effusion supports the eventuality of a misdiagnosed thromboembolic event five years ago. Taking the opportunity offered from this case, we believe that the insidious nature of PE, regardless of age, requires increased vigilance from the involved physicians, especially in the presence of "red flag" symptoms, even subacute or vague, and when other reasonable explanations for them are lacking. PE represents a challenge in daily clinical practice since prevention, correct diagnosis and appropriate treatment of the episodes are factors, which can drastically reduce the overall mortality and morbidity burden of the disease. Life-threatening conditions rarely allow diagnostic revisions. Thus, PE outcomes should be seen as indirect 'quality indicators' of an efficient healthcare provision. 
